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RKMARKS ■ 

C//iM/< Summary 

Claims 1. 5-13. 16-17. and 11.27 are pending. Cairns 1. 5-13. 16-17. and 19-27 are 
- . . der 35 U S C § 103(a) as allegedly unpatentable over previously dted references, 
rejected under.35U.S.C.&lU ^ ; ^ 19-27 are also provisionally rejected 

as exolained herein below. Claims 1, 5-13, 16-17, ma ^ v 

.on-~ okviousness-w. dou«. pa.enU»s as a«es«..y u.pa..n«b.e ov. 

View of the following remarks is respectfully requested. 

ReiecmnMClairns^^ 
Claims 1. 5-13, 16-17. and 19-27 are pending. Claims 1. 5-13 16-17, and ^-27 are 

• t.nnder35USC § 103(a) as allegedly unpatentable ov^ U.S. Patent No. 6.287.537 to 

::^::r.«and/.^ 

KamrasKi ci « -^.-jo-, ao-? ffiruss'J Caibone et al. (1995), 

• r r^t^^etd (1997) Leukemia & Lymphoma 24:393-422 {^im)>^ 

ZjlZ^lVnJ^. an. U S. Pa,e». No. 6.00..358 ,0 B,a* « a>. 

' rexan-toe. bea« «,e b».e. of pr«en,ins a ca. for ob^ousn... 

V . -.^ (11 some suggesUon or moUvation. eifter in fl.c references U>en«elves or .n 
rl::^.leXavl.e»one„fora.a.s.„..ear..on^^^^ 

IheknowMgeg ft, ..aching or suggestion of all Ibe claim ImutaUons 

„,o combine reference .each-ngs. (2) U.e.ead^.ngo ^ ,^ 

of a» applicanl-s invention in the combined pnor art references, an l , 

plZ of success. MPEP § 21«. Applicants ..spond Uia. the exammer ba. farled .o 
n burden. AppHcants futther respond that .be .mexpected results of tb. present 
rllnietbodsupporttbenon-obviousnessoftbenowclaimedcombinauontberap. 

p.- r.. ^ f-f^ces T - 1 ' r-"- '""«^''"" 

p^rf^T- ihe ri?i""' rnmbination 
With regard to the Srs, of these factors, suggestion or motivation to combine, ^h 
■ „„befo»nd"whe,ethereissome.eaching,sugg««ion.ormoUvanon...e,ther 

moovatton may be found .„,:„ftclcnowledBe generally available to 

explicitly or implicHly in dereferences themselves or m the icno « ^ 

one of ordinary sXill in me att.-.MPEP 8 2143.01 (citing/, re Ko^t. 217F.3d 1365. 
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55 USPQ2dl3l3,13n(Fed.Cir.20O0)). Not only must suchmoUvationbe present, --^^ 

J .teaching suggestionormotivationinthepriorarttomakethesEeci^ 
must be some teaching, sugges i^nr id 1339 1343 48 USPQ2d 

u«,t;nn that was made by the applicant" InreDance, 160F.3d 1339. 46 u 
combmation that was iDrtuc j t-t- nd^ini7i039 28 

1637 fFed Cir 1998) (emphasis added) (citing /n re iJayne.. 7 F.3d 1037. 1039. 28 

suggestion to make a combination. 5«e A-SUe Corp. v. m/«rer«a 

examiner nas noi uv , .1^ heen motivated to perfoim 

U,=«pi« .0 »^PO« -8-»' » 

.»,^r,rp«!entlv claimed combination therapy. . 
the presenUy ciami combined with admimstration 

The examiner's suggestion that anti-CD2U tnerapy D 

: ; 1 —on, Which . an i„..per ^ ^ "ns o^on^n^ 

nd«r 35 use § 103. See e.g.. In re O'Farrell, 853 F.2d 894, VUi, 

0 ^1 ci. u 0..0. .... 

-1, obvions » » ao^eve a„o. a ,«uU. ,n U,. ins.ao, — 

:i:^io„.*-p^eaefflcac,fo.«a.in.non.Ho.^n.s,^phon,..^ 

L,v because i. may have been obvious to uy any combination of ex.snng meU,ods. 
^"''rra:iJ--nMana^-«.S-VSuppo.n.^^ 

„ J. combinaHon 0.e.py » va.ous B ce„ ma,isnancies. incMms B ce,. non 
Ll!^s ,yn.phoma wiO. CD20.specif.c anUbodies a, .he .Ime O-e invenUon »as mad. 
^linrMhe, s«.es «,a, "Mroviain, raaio.^py ana chemoU,e^y -own ana 
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routinely practiced at the time the invention was made in the treatment of non-Hodgkin's 
lymphomas at the time the invention was made." Official Action, at page 3. 1 3. 

Applicants respond that the examiner's arguments identify a combination therapy, ue. 
radiotherapy in combination with chemotherapy, u birh rnmhinntion is not pr^ently claimed , 
m cited references lack any se^ suggestion or motivation to combine anti-CD20 therapy 
with anti-CD40L treatment, as described below, and are thereby insufScient to support a 

finding of obviousness. 

K^ynski makes only a general statement that anti-CD20 (Bl) antibodies can be used 
in combination with any other antibody. Kaxnin^ summarizes this aspect of the invention as 
follows- "A third method using Bl antibody comprises administering to a patient a large 
amount of an unlabeled antibody, which can be Bl but can also be other antibodies, pnor to 
administration of a therapeutic dose of labeled Bl antibody." Summary of the invention, at 
column 5. lines 51-54. Th. 'S37 patent however, ,inn^ nnt inrlnd. the tmn -CD40L" or any 

rn..n/rn4nT. .i^aline. As such. Kammsld fails to SESd^ 
motivate combination of anti-CD20 therapy, as described by I^nskL with anti-CD40L 

therapy as now claimed. 

Anderson describes combination therapies that include a cold anti-CD20 antibody and 
a radiolabeled anti-CD20 antibody, optionally forther in combination with chemotherapy. 
Anderson also fails to s pecifically suggest or motivate combination of anti-CD20 therapy 
with anti-CD40L therapy as now claimed, c^mihr to Kaminski, the '430 patent to Anderson 
.u, ^^rn^m .» nr anv rnfnrcnre to r7>40/rD40L si^ahng. 
A general suggestion to concurrently employ two or more cancer treatments, m the 
absence of a suggesUon or motivation to perform the ^ elements of the claimed 
invention, stands as a mere suggestion to try. Both Kaminski and And«:son. or a combmation 
thereof, fail to suggest or motivate the ^ combination of an anti-CD40L antibody m 
combination with an anti-CD20 antibody. 

The examiner further relies on pages 41-45 of the instant specification to support that 
combination therapies for the treatment of lymphomas were known and practiced at the tmie 
the invention was made. OfSoal^ction, page 2. 1 5 (item 4). Applicants respond that the 
referenced pages of the application refer to methods for antibody formulation and 
administration, as known in the art. but does not include any concession that a therapy 
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compristog anU-CD20 attUbodies tn combination with anti-CD40L anUbotiies was known, 
sttgeested. or motivated by the art at the time of the invention. 

Gmss Caibone. and BMs do not cue the deficiencies of tainsW and/or Andeoa! 
„ they'^arly fail to spccifiCly suggest or motivate the inva..ion now claimed. In 
particular, the teachings of Sim and E!a* descnbe the role of CD40/CD40L 

signaling in lymphoma pmgtessioo and management, but lack any reference to txeatmcn, 
methods that include anti-CD20 therapy. 

aibene teaches expression of CD40 and CD40L on B cells and T ceUs. respectively, 
of a non-Hodgkin-s lymphoma patient. proposes a mechanism for lymphoma 

progression, which relevance merits Suther study. CaH^ne states Tlhe funedonal 
sigmficance of the expression of CD40L on re»=tive T lymphocytes of B-cell NHL also 
desetves spea.,a,<on .... provided [is) morphological evidence that the CD40/CD40L 
pathway r,cy play an important role in cell contaa-dependent interaction of tumor B cells . . 
(page 920 emphasis added). Thus, CstSDS does not teach a method for cancer therapy, and 
in particuiar lacks suggestion or motivadon of method that includes CD40L blockade in 
combination with anti-CD20. 

Grass teaches that CD40/CD40L signaling enhances B cell activation and growth. 
Gruss also acknowledges suggestions .hat that recombinant soluble CD40L, which has anf- 
;;;,^erative and pro-apoptotic effects, can be used for the treatment of lymphoma, indudrng 
high grade lymphoma. To clarify, the text cited by the examine states that recombinant 
CD40L activities -may offer" an attractive therapeutic strategy (page 405. col. 1. H 1. 
emphasis added). Similarly. Gruss admonishes that the "functional activity of (CD40] m (B 
cell malignancies) and its significance for titmor cell proliferation remains to be elucdated 
(page 404, column 2. 1 2). Further. Gr^ does not suggest or motivate a thenw compnsmg 
sohible CD40L treattnent in combination with anti-CD20 lieahnent 

alBClc descn-bes preparation of humanized anti-CD40L antibodies and suggests thetr 
utility for cancer th«apy. However. Black does no. teach therapeutic methods using ttre 
disclosed anti-CD40L antibodies in combination with anti-CD20 antibodies. 

Based on CaSSDS. Sim and EJast «>= iner contends Utat "li)t would have 
been expected that targeting CD40L on high grade B-NHU would have left such cells more 
sensitive to treamtent with anti-CD20 antibodies." OfBcbLAcrion, page 4, 1 2. Tins 
contention appears to represent tire examiner's opinion only, o, tire examiner's infe,«>ce 
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into cited ait K.s«bs«ntiate this staem™.. „„ „f cn20 and CD40 and 

The examiner further states .ha. "Miven .he expresston of CD20 and CD 

.■ vi, CD20 and/or CD40, the ordinary artfsan would have been nK.hva.ed 

: Td^:! a.va.rof . ce« .eu.»ia h, h,«^S a— h, t^ 
l,essinETce,l-iU.CD40L-speci8cantfhodies." QfficialAchan. P>8= ^. 1 ^- ^^^"^ 
expressmgT c „„bi„atfon now dauned w>UK.ut 

Based on the foregoin, argents. apphcanU heiieve 0,. . "^^ f^^^^ 'l^^ 
obviousness has no, been ntade. and dtus ^ r«ec«on of clatnts under 35 U.S.C. 8 .03(a) 
should be withdrawn. 

n TT-^'"""' M«hoi1- rrr-'--"""P«-'"'R"°"^ 

r„„lica„.s further respond that dte present inven^n P«"">«=« ^^'^ "°' . 
«Xrl!?f Ure ^vidual therapies. Ute Court of Appeals forthe.ederal C^t 

,687<PedCirl995).Thus.evenassun=ing.r«»e»rf»*«a;»,m»e/<.c<«cas.of 
ro!llJ-«-.«.eunexpec.edands.er.sUc,uaH«^ 

,,.edcon.binati„„a.su.«cien^™-;-^^ anhWies and 

The examiner dismisses the observea synergy ^ , ^ 

, CDM Itibodies. as disclosed in the instant speeifica,ion. s.ating tha. U.e dtsclosed 
edtl •■ o not appear to be inconsistent wid, *e expeced roles of blocking 
unexpeced results ^ ^ „f B cell ntali^cy. 

rD40 interaction with CD40L and targeiuiB ^ ^ r »c :« thP 

Tdin. B cell n<».Hcdg«n.s lyntphonta. .augh. by *e contbinatton of references m the 

pHor ar." ^^J'^T'^ ,3Sed on obviousness is efi^vel, 

Annlicants respond that a rejecuun 

TL showing that dre claimed invendon exhfl,i« unexpeced superror elBcacy. 
rrr.o h aZn U,e exanriner, the disclosed synergistic efTec. are te.^ 
Conuary .0 .he asseruon „, CD20 and an.i-CD40L antibodies when 

wid, a sun. of UK fterapeudc efHcaces of ann-CD20 
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adn.Us.«ed mdividually. A mot. d«n,ble and po,a« dinical response, as no» observed 
when an,i-CD20 and an.i-CD40L .hen.pies are combined, was unpredicted prior .„ drsclosnre 
of .he instan. application. TT-e unexpectedness of the invendve tnethods are snffiaen, ,o 
rebut a rqection of claims based on a prior suggestion or motivation to perform the methods, 
notwimstanding appUcants arguments that ^ch combination is no. suggested or motivated by 

the prior art, herein above. 

Based on the foregoing arguments, appUcant beUeves that claims 1, 5-13, 16-17 and 
19 27 comply with the requirements of 35 U.S.C. § 103(a). Tl.us. applicant respectfully 
requests that the rejection of claims 1. 5-13. 16-17 and 19-27 under § 103(a) be withdrawn. 

Jt^ j^rtinn ofCI"ifr,s! Rased O " Nnn-Statutorv 
nh.nnu^nPMi-Tvpe D^^-hlp. Patenting 
Claims 1 5-13. 16-17, and 19-27 are also pmvisionally rejected based on non- 
sututory obviousness-type double patenting as allegedly unpatentable over claims in the 
copending parent applicaUon U.S. Appl. No. 09/435.992. Applicants respond that a termmal 
disclaimer will be filed wben one or more pending claims is in condition for allowance. 
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Conclusion 

All rejections having been addressed, it is respectfully submitted that the present 
application is in condition for allowance and a Notice to that effect is eamesUy solicited. If 
any points remain in issue, which the examiner feels may be best resolved through a personal 
or telephone interview, he is kindly requested to contact the undersigned attorney at the 
telephone number listed below. 

Respectfully submitted. 
PEiSBURY WINTHROP LLP 



Thomas A. Cawley, Jr., PhX>. 
Registration No. 40,944 



P.O. Box 10500 
McLean, VA 22102 
(703)905-2144 Direct Dial 
(703)905-2500 Facsimile 

Date: June 9, 2003 



TAC/JB:ksh 



